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AGENCY: Food and Drug Administration. 
ACTION: Notice of proposed rulemaking. 

SUMMARY:  The Food and Drug 
Administration (FDA) is issuing a notice 
of proposed rulemaking stating that 
certain ingredients in over-the-counter 
[OTC) weight control drug products are 
not Renerally recognized as siafe and 
effective and are misbranded 
fnonmononraah statusl. FDA is issuinn 
ihis noticeofbroposed rulemaking aft& 
considering the report and 
recommendations of the Advisory 
Review Panel on OTC Mlscellandoua 
Internal Drug Products and the public 
comment3 on an advance notice of 
proposed rulemaking that was based cm 
those recommendations. Based on the 
absence of substantive comments in 
opposition to the Panel’s proposed 
nonmonograph status for these 
ingredients as well as the failure of 
interested parties to submit new data or 
information to FDA pursuant to Zl CPR 
330.101all6lfiv1, FDA has determined . _. _ 
that the presence of these ingredients in 
an OTC weight control drug product 
would result in that drug product not 
being generally recogni&d as safe and 
effective or would result in misbranding. 
This proposal is part of the ongoing 
review of OTC drug products conducted 
by FDA. 
DATES: Written comments. objections, or 
requests for oral hearing on the proposal 
before the Commissioner of Food and 
Drugs by December 31, ISSQ. Written 
commenla on the *ncy’r economic 
impact determination by December 31. 
1990. 
ADIJRESSES: Written COmmCnh. 

objections. or requests for oral hearma 
to the Dockets Management Branch - 
II iFA405l. Food and Drun 
Administration. Rm. 4-C?,-5600 Fishers 
Lane, Rockville, hiD 20857. 
FOR FURTHER INFQRHA-FWN CONTACT: 
William E. Cllbertson. Center for Drug 
Evaluation and Research (HFD.-210). - 
Food and Drun Administration, 5600 
Fishers Lilne. ~~ockville. MIP .zD~!s~. 30x- 
295 -&ml 

SUppswpKARY WFORMATIOW kL the 
F&al Rugiatex of February 26, :m (47 
FR S&S), FDA published, under 
fi 330.10(a)(61 (21 CFR 33O.lO(a)(6)~ ah 
advance notice of proposed rulemaking 
to establish a monoaraph for OTC 
weight control drugproducts. t-t&r 
with the recommendations of the 
Advisory Review Panel on OTC 
Miscellaneous Internal Drug Pm&&g, 
(Mi3cellaneou3 Internal Panel), whir& 
was the advisory review panel 
responsible for evaluating data oil the 
active ingredient3 In this drug ckrss. The 
Miscellaneous Internal Panel cleesified 
a total of 113 OTC weight control clog 
product ingredients. Two ingredients 
were classified in Category I (safe and 
effective for OTC use): 
Phenylpropanolamine hydrochloride 
and benzocaine. One hum&d 
ingredient3 were classified lnkCalegery 
II (@,3&-d effective 6 OTC ~EHZ) 
(sue ~atde I below). Eleven in&redIents 

- were classified in Category m  
(insufficient data to classify in Category 
I or Catenorv II, more studies aru 
needed) [see table II below). Tht,, 

” ingredients classified in Category H 
included all of the ingredient3 listed in 
the call-for-data notice published in +e 
Fed@ Rqiaberd August 27.1fE5 (ra 
FR 3blt9) for which the Panel wa8 not 
able to locate, and was not aware of, 
any significant body of data 
demonetrating the safety and 
effectfveness of we for weight control 
(47 FR 8488 at 847lJ. Of the 11 
imzredients that the Panel classified in 
&tepoty IIt no data were submitted on 
6 ingredients: carrageenan. chondtw, 
par gum, kuruya gum. sea kelp, and 
psyllium, eli hydrophilic colloida The 
Panel received safety and effectiveness 
data on the ingredients alginic acid, 
carboxymethylcellulose sodium, 
methylcellulose. sodium bicarbonate (in 
combination with bulking agent& end 
xanthan gum. Although the effectiveness 
data were insuffklent, the Panel 
classified all of these hydrophilic 
colloids in Category III. stating that 
these ingredient3 may act as bulking 
agents and should be provided an 
opportunity to demonstrate their 
effectiveness for weight control use (47 
FR 8477). The Panel did not question the 
safety of bulking agents because “they 
have been in use for bears as food 
additives and some have had medicinal 
use.” 

Interested oersons were invited to 
submit comments on the Panel’s 
recommendations hv May 2?,1982. 
Reply comments in response ta 
comments filed in the initial comment 

period could be submitted by June 28, 
f~~2. In a notice published in the Federal 
Register of April 23,1982 (47 FR 17576). 
the agency advised that it had extended 
the comment period until July 28.1982, 
and the reply comment period until 
August 27.mf.1~. 

In accordance with 0 330.10(a)(10), the 
data and information considered by the 
Panel were placed on public display in 
thtl Dackets Management Branch 
(address above), after deletion of a 
small amount of trade secret 
information. In response to the advance 
notice of proposed rulemaking, 6 drug 
manufacturers, 1 drug manufacturere’ 
usaocietion. 1 clinical consulting firm, fj 
profesrrianal associations. 8 physicians, 
2 m&lffonist, 1 health deoartment 2 . 
Cangressmen, 1 consumer organization, 
end 10 individuals submitted comments. 
No comments were submitted on OTC 
welgbt control drug Product3 containing 
any ingredienf that the Panel had 
classified as nonmonograph (Category II 
0T Category III). Copies of the comment3 
received are on public distdav in the 
Dockets Management Bra&h: 

This proposed rulemaking 
encompasses all ingredients classified 
CC Category II and Category III in the 
rdvanee notice of proposed rulemaklng 
lar OTC weight control drug products. 
NO significant comments or new data 
have been submitted to uunrade the 
status of these ingredients.-Under the 
OTC drun review administrative 
procedur& (21 CFR 330.10(a)(7)(ii)), the 
Commissioner may publish a separate 
tentative order covering active 
wedients that have been reviewed and 
may propose that these ingredients be 
excluded from an OTC drug monograph 
QO the basis of the Commissioner’s 
determination that they would result in 
a drug product not being generally ~ 
recognized as safe and effective or 
would result in misbranding. This order 
may include active ingredients for which 
w substantial comment3 in oppoeition 
to the advisory panel’3 proposed 
clessification and for which no new data 
and information were received pursuant 
to 0 XXXlO(a)@)(iv) (21 CFR 
33O.lO(aH6l(ivl). 

AB mentioned, no substantive 
comments or new data were submitted 
16 support reclassification of any of 
these 111 Category II and Category III 
OTC weight control Ingredients to 
monograph status. Comments and new 
data were received on the proposed 
Category I ingredients, 
phenylprupanolamine hydrochloride anti 

and O[X the labeling 
r this class of OTC drug 
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products. Before issuing a tentative final 
monograph on OTC weight contrul drug 

iproducts that addresses_propqised 
Category I ingredients and labeling 
issues. the Commissioner is issuing a 
separate notice proposing that these 111 
Category II and III ingredients be found 
not generally recognized as safe and 
effective. Any OTC weight control drug 
product containing any of these 111 
ingredients would not be allowed to 
continue to be initially introduced or 
initially delivered for introduction into 
interstate commerce unless it is the 
subject of an approvedl application. FDA 
has elected to act on these 111 
ingredients in advance of finalization of 
other monograph conditions in order to 
expedite completion of the OTC weight 
control drug product review. 
Manufacturers are encouraged to 
comply voluntarily at the earliest 
possible date. 

This proposal does n.& constitute a- Irp 
reopening of the administrative record 
or an opportun$y to submit any new 
data to the OTC weight control 
rulemaking, Should an interested person 
submit a comment indicating that 
substantive comments or new data were 
previously submitted to the 
administrative record. lthe agency will 
review the record for the OTC weight 
control dryr product rulemaking and 

)make a determination whether the 
affected ingredient shall1 continue to be 
evaluated under this rulemaking or be 
included in the final rule that will issue 
pursuant to this proposted rule. 

FDA advises that the active 
ingredients discussed ln this document 
(see tables I and 11 below) will not be 
included in the tentativle final 
monograph on OTC weight control drug 
products, to be published in a future 
issue of the Federal Register. because 
they have not been shown to be 
generally recognized as safe and 
effective for their intended use. The 
agency further advises Ithat th:.~ 
ingredients should be eliminated from 
OTC weight control drug products 6 
months after the date ol’ publication in 
the Federal Register of e final rule 
regarding their status, regardless of 
whether further testing HS undertaken to 
justify future use. The OTC drug review 
administrative procedures provide that 
any new data and information 
submitted after the administrative 
record has closed following publication 
of a tentative final monograph (notice of 
proposed rulemaking). but prior to the 
establishment of a fmal monograph, will 
be considered by the Commissioner only 
after a final monograph has been 
pubbshed in the Federal Register, unless 
thrt Commissioner finds that gnod cause 

has been shown that warrants earlier 
consideration. (See 21 CFR 
330.10(a)(7)(v).] 

The agency points out that publication 
of a final rule under this proceeding 
does not preclude a manufacturer’s 
testing aq ingredient. New, relevant data 
can be submitted to the agency at a later 
date as the subject of a new drug 
application (NDA] that may pruvtde for 
prescription or OTC marketing status. 
(See 21 CFR part 314.) As an alternative, 
where there are adequate data 
establishing general recognition of 
safety and effectiveness, such data may 
be eubmltted in an appropriate citizen 
petition to amend or establish a 
monograph, a~ appropriate. (See 21 CFR 
10.30.) 
L OTC Weight Control Drug Category II 
andmlngredlents - + rc. e.. 
r -Based on the criteria discussed above, 
FDA ii proposing that the following 
ingredients are not generally recognized 
as safe and effective and are 
misbranded when labeled for use in 
OTC weight control drug products: 

GABLE L-Ingredients Classified by 
the Panel as Category II Weight 
Control Active Ingredients 

Alcohol 
Alfalfa 
Anise oil 
Arginine 
Ascorbtc actd I 
Bear-berry’ 
Bwtin 
Bone merrow. red3 
BllChlJ 
Buchu. potassium extract 
Caffeine 
Caffeine crtrate 
Calcium 
Calcium carbonate 
C&urn caseinate 
Calcium lactate 
Calcium pantothenat@ 
Cholecalccterol” 
Chokne 
Citric acid 
Cnrcus beoedwtus 
bPpec 
Copper gfuconate 
G m  011 
corn syrup 
Corn silk. potassium extract 
Cupric sulfate 
Cyanocobalamin (vrtamm E M  
Cystme 
Dextrose 
Docusate sodium6 
Ergocalcderd 7 
Fomc ammomum citrate 
Ferrtc pyrophosphate 
Ferrous fumarate 

TABLE I.-Ingredients Classified, 1 
the Panel as Category II k&j? 
Control Active Ingrediints--(. 
wed 

Ferrous gluconate 
f Bo sulfate (iron) 
Flaxseed 
Fclic acid 
FNCtOW 
Histicline 
Zdk Cafla~iS 

bdine 
Weucine 
Jun& potassium extract 

Lecithin 
Leucfne 
Liver concentrate 
Lysiri@ 
Lysfne hydrochloride9 
Magnesium 
Magnesium&de_- 
.Man 
Ma&ode&n 
Manganese citrate 
Mall~Ol 
Methwnine 
Mono- and diglyceridesl” 
Niacinamide 
Organic vegetables 
Pancreatin’ * 
Pentotf~enic acid 
Papain 
Papaya enzymes 
Pepsin 
Phenacetin 
Phenyiaianine 
Phosphorus 
Phytolacca I 2 
Pineapple enzymes 
Potassium cittate 
Pyridoxine hydrochloride (vitamin B,) 
Riboflavin 
Ri polishings 
Saccharin 
Sea mcnerals 
Sesame seed 
Sodium 
Sodium casetnate 
Sodium chlorrde (salt) 
Soybean protein ’ 3 
Soy meal 
Sucrose 
Thiamine hydrochloride (vttamm B,) 
Thiamine mononltrate (wtamrn B1 monomtrate) 
Threonine 
Trwalcium phosphate 
Tryptophan 
Tyroslne 
Uve urs~. potassium extract 
Vakne 
Vegetable 
Vffamln A  
Vttamtn A  acetate 
Vl tamm A palmltate 
Vltamln E  
Wheat germ 
Yeast 
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‘ThePanefde8fyatadthi3 

a* The Panel designated Thai rgredienl “S W  bean 
protein.” Ho!vever, “.loybQan protein” Ia the oflicw 
name for thrs ingmdent m  the Center for f3ug 
Evalualmn and Research Qctwwy of drug names. 

TABLE II -Ingredient Classified by the 
Panel as Category III Weight Con- 
trol Active Ingredients 

Algmic acid 
Cafboxymathyicellulose sodium 
Canageenan 
Chondrus 
Guar gum 
Karaya gum 
Kelp’+ 
Methylcellulosa 
Plantago seed’6 
Sodturn bicarbonate 
Xanthan gum 

I* The Panal doyated tfns ngredwit ‘8e.a 
kelp ” However. “kel ~lSlheOffiUSl~8lTlOfUfhS 
lngredlent In tfw “U %  N apd the USP dlcboneq of 
dryj “amesg. 1990.” 

The Pawi de%gneted tf~is k-q-edlent “psylli 
urn ” However. “plantego se& 13 the offlc~al ryme 
fm HM ,n edlent m  the “USAN and the USP 

IT d,chon@/ o drug namea. 1990 ” 

AE noted above, no data were 
submIttad to the Panel on the ingredient 
guar gum Since the Panel’s report was 
publlshcd m 1982. FDA’s spontaneous 
reportin,g system has recetved 17 reporls 
of esophageal obstruction (16 between 
June 1~18 md August 1989) resulting 
from the use of an OTC wetghl control 

drug product cxmtaining guar gmn (Ref. 
I). The product contained !iW milligrams 
(mg) guar gum per tablet, with directiona 
to start with 4 tablets 30 minutea before 
each meal on the first day and to 
increase up to 10 tablets XI minutes 
before es& meal on tbe xith day and 
therefdter. This dosage regimen 
eventually restthe in a maximum dose of 
15 gmme (g) of guar gum per day. Tan of 
the caseu of aaophageal obstru&on 
required hospitalization, and one person 
eventuaIly died aa an indirect result of 
the obstruction, developing massive 
pulmonary emboli one week after open 
chest surgery to repair an esophagea1 
tear sustained during remova of the 
guar gum obstruction. 

This potential for esophageal 
obstiction represents e serious hazard 
faanOTC~andthe17caaesare 
presumed to represent a 8ubstantiaI 
underreportina. OTC drugs of this type, 
ii, thase withcmt approved 
applications. are not subject to 
mandatory remng requirements, and 
reports such es the above 17, which 
were voluntarily submitted by health 
profeasionala normally account for only 
about 10 percent of all reports in the 
agency’s spontaneous reporting system. 

Thereharaleobeenareportinthe 
literatnrfz of an esophageal obstruction 
resulting from another guar gum product. 
this one composed of guer gum and 
grapefruit fiber (Ref. 2). In that case, P 
middle-aged men was unable to eat or 
drink for 12 hours after taking ace 
weight control tablet composed of an 
unspecified amount of guar gum and 
grapefruit fiber. Endoscopy revealed a 
soft, fibrous mass impacted in the 
esophagus; it was broken apart by the 
endoscope. The agency is also aware of 
a report in which a 63-year-ok! diabetic 
suffered an esophageal obstruction after 
taking en OTC product containing gnar 
gum. The obstruction required remova 
with biopsy tongs (Ref. 3). in another 
report. 59-year-old male suffered 
esophageal obstruction, requiring 
esophagoscopy to remove the 
obstruction. after taking a product 
containing guar gum (Ref. 4). 

The agency is also aware that the 
United Kingdom has banned (effective 
June 13.1989] the sale of “slimming 
pills” containing more than 15 percent 
guar gum (Ref. 5). That action was taken 
by the Ministry of Agriculture, fisheries 
and Food on the recommendation of the 
Committee on Toxicity of Chemicals in 
Food, Consumer Products, and the 
Environment (COT) and the Food 
Advisory Committee. The two 
committees advised that these products 
pose a health risk because the gum 
tends to swell rapidly when swallowed 

end can lodge in the throat. The COT 
has also advised that the restrictions on 
substances used in the stimming 
products should also be extended to ’ 
cover the sale of alI fonnutatloms 
containing dehydrated pmdmts which 
could swell and create a blockage in the 

recommendetitm 
In the txmeumer information prvvideti 

with the guar gum weight control drug 
product involved in the adverse drug 
reactions reported to FDA, the 
manufacturer cites three references in 
the literature In support of the 
effectiveness cd guorgum as a weight 
control drug product ingredient (Refs. 6, 
7, and 8). These refere- were cot 
reviewed by the Mlscelianao~a Internal 
Panel. The agency has reviewed the 
references and fide &at they w 
inadequate tasuppoi$ the effectiveness 
0fguargumasaningrediantinOTC 
weight control drug prt&cte. 

. , 

The first publication (Ref. 6) reports 
on two studies. One study invohred nine 
obese femaIe subjects recruited f’rom ~FI 
outpatient obesity clinic. The subjecta 
were studied primarily to examine the 
ecuteeffectsofasingledoseafgnar 
gum on post-prandial glucose levels and 
insulin, by they were ekm studied for 
long-term effects. in&ding weight loss, 
for a period of e weeks. taking 10 g guar 
gum twice daily. All subjecte received 
the experimental therapy; there was no 
concurrent control group The subjects 
were asked explicitly not to alter their 
normal diet or energy intake during the 
trial period. The subjects wara reported 
to have lost an average of 4.3 kilograma 
(kg) after 8 weeks (said to be a 
statistically significant change), but in 
the absence of a control group, the 
agency does not consider this result to 
be persuasive evidence of effectiveness. 
The investigator’s direction to the 
subjects not to alter their normal dietary 
habits does not alter the fact that these 
were obese subjects who were aware 
that the etudy was examining 
cholesterol and obesity. The agency 
believes that these circumstances would 
make the subject more conscious of their 
diet than they were pdor to their entry 
into this study and that this awareness 
might well heve led them to elter their 
eating patterns. The study does not rule 
out the Possibility that guar gum can 
contribute to weight loss, but in the 
ebsence of a concurrent controt. or an 
cvplicit historical control, the study is 
not considered to be sn adequate end 
well-controlled study. Additionally. the 
number of subjects in this study is too 
small to provide sufftcient information 
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to support the effectiveness of this 
ingredient. 

‘The second study inudved~ subjects 
1 males and 10 femalea), also recruited 

from an outpatient obesity clinic The 
subjects were given either 10 g of wheat 
bran or 10 g of guar gum twice daily for 
a week and then switched to the other 
therapy. This procedure wae repeated a 
total of IO times for the patients who 
completed the study. Body weight was 
measured each week before treatment. 
and hunger ratings were also examined. 
The author’s description of the study, 
with respect to the &nlber of subjects 
comdetinn the study and the fate of 
indihdual-subjects,-i8 not well 
described. It appears that only 7 of tbe 
21 entered subject.8 completed all 10 
weeks OF the study. lo those subjects, 
there was a mean weigbt loss of 7 kg. 
The fate of the other 14 aubjecta is not . . . . 
cleae however. a table i:u the 

The third publication (Ref. 6) appears 
to be a reaeonably welldeshed trial of 
guar gum. IS g/d& compar&i with a 
placebo fwbeat flour containing no 
fiber). and with no treatment. Thirty 
three middle-aged women were 
identified aa hypercbolestercdemic 
during screening for the prevention of 
coronary heart disease. Eleven subjects 
each were randomized to 1 of S 
treatment gr~upa: Guar gum, placebo, or 
no treatment. One subject dropped out 
of the guar gum treatment gruup, and her 
data wera not inctuded in any analyses. 
Thus, there were 10,ll. and 11 subjects 
in&a guar gum, placebo, and no- 

--q Matinent f#uups, respectively. The guar 

such a therapy. Although the agency 
again recognizes that the study does not 
rule out the possibility that guar gum- 
containing products might contribute to 
weight loss, it does not provide evidence 
that they do. 

publi&ion pr&ideSinformation on 0 - 
subjects who the author describes a8 
having completed the l&week study. In 
this table, the average weight loss each 
week is presented accordii to whether 
the subjects were on guar gum or wheat 
bran. The mean weekly weight 1088 of 
a94 kg on guar gum was not signficantly 
different f&m the weigh1 loss of 0.64 kg 
on wheat bran (p < 0.1). How the 0 
Tubjects in this analysis differ fram the 7 

objects in the other analysis is not 
Jeer from the information provided. 
Even if one ignores potential carryover 
effects and the impossibility of 
determining which subjects were 
included in the results and why. the two 
treatments were not significantly 
different Although the results of this 
study do not rule out a possible effect of 
guar gum, the study does not support an 
effect of guar gum on weight control 
because no sigticant difference in 
weight loss between the groups was 
found and because the conduct of the 
study was not described adequately. 

The second publicaGon (Ref. 7) 
Involved an open, uncontrolled study in 
II hyperlipidemic stibjecte (4 men and 7 
women] (Ref. 7). The study focused 
predominantly on blood lrpids. The 
subjects were treated for 8 weeks with 
guar-containing crisF;bread-+mt the 
product described above, but one that 
nug!lt be constdered somewhat related. 
‘The subjects had a mean ,weight loss of 
2 4 kg over the R-week period. As 
polnted out above, the agency believes 
that subjects who are conscious of being 
II) n llpld trial might well be more 
Rttentlve to the proper diet and fat 
l,crntrnt of their meale, and may lose 

e+!,ht In the absence of any medical 
rcalment. A  concurrent control group is 

<assentlal to evaluate the effectiveness of 

gum was a&ni&ster& a8 5 gL granules 
[equivalent to 3.66 g pure guar gum) 
three times a day before meals. The 
placebo treatment, consisting of 5 g of 
wheat flour with no fiber, was also 
given three times a day before meals. 
Baseline measurements of blood lipid 
profiles, body weight, and blood 
pressure were teken every 4 weeks for a 
total of S times. Subjects were instructed 
to decrease their intake of saturated 
fats, simple carbohydrates, and 
excessive alcohol. Subjects in the 2 
treatment groups appear to have been 
seen once a month for 4 months; the no- 
treatment group appears to have been 
seen only at the end of 4 months. 

Individual subjects data were not 
provided. Mean body weight8 at 
baseline were given as 62.3 kg (t8 13 kg), 
66.1 kg (+-13.3 kg), and 63.3 kg (kg.6 kg), 
respectively. After 4 months, the guar 
gum group had a mean weight of 60 4 kg 
(f9.5 kg), a 2.5 kg decrease. The 
decreases seen in the placebo and no- 
treatment groups were 0.1 and 0.6 kg. 
wrth final weights of 65.7 kg (+17.9 kg) 
and 62.7 kg (k13.8 kg), respectively. The 
suthors did not compare lreatments 
Instead. they did within-treatment 
comparisons of baseline and month 4 
body weight. They concluded that 
month 4 body weight was signfica:!ly 
lower than baseline only in the guar gum 
group. liowever, when guor gum 
trealment is compared with placebo 
treatment. there is no significant 
difference between the two groups 
(Independent sample t-test, p= .413]. 

Although body weight did decrease 
more tn the guar gum group over 41 
months than in the other groups, the 
study doe9 not demonstrate the 
effectiveness of guar gum as a weight 
loss agent. as there was no stahstically 

significant difference between 
and either placebo or no treatme 
addition, the study was not spec 
designed to study weight loss an 
not done solely in obese subjects. 
Therefore, the results, even if favorable, 
would not necessarily be applicable to 
the population of interest. Further, 
because the study was not intended to 
study weight loss, this raises the 
problem of making comparisons with 
unrelated data and drawing invalid 
conclusion8 from the data. 

The agency concludes that the results 
of the three cited studies are not 
adequate to support the effectiveness of 
guar gum a3 an ingredient in WC 
weight control drug products. Two of the 
report8 provided data from uncontrolled, 
poorly-designed studies IRefs. 6 and 71. 
and the onewell-designed study did nit 
show a significant-difference in wcinht 
1~x3s whet&he guiXr gum group was ” 
compared with either the control or :he 
no-treatment group (Ref. 6). 

Based on the above information, the 
agency concludes that there are not 
adequate data to eupport the 
effectivenese of guar gum a8 an 
ingredient in OTC weight control drug 
producta. Further, there are data 
indicating a safety hazard of esophageal 
obs:ruction from the use of weight 
control drug products containing thi : 
ingredient. Recently, the agency issti ;; 
number of regulatory letter8 (Refs. 9 a&& 
10) to manufacturer8 of weight control 
drug products containing guar gum. The 
agency stated that such products are 
new drugs within the meaning of section 
(201(p) of the Federal Food, Drug. and 
Cosmetic Act (the act) (21 U.S.C: 321(p)). 
and that the products are misbranded in 
that their ladeling is false and 
misleading by representing and 
sukqesting that there is substantial 
scientific evidence to establish that the 
products are safe and effective for use 
HS weight control drugs. Furthers. these 
products do not have approved new 
drug applications filed pursuant to 
sectIon 505(b) of the act (21 USC. 
:155(b)). Accordingly, PUA requested the 
manufa: turers to cease dlstrl’uution of 
such products. Therefore, FDA 
concludes that guar gum-contaimng 
weight control drug producta are not 
appropriate for OTC use. Accordingly, 
the agency is reclassifying guar gum fol 
use in OTC weight control drug products 
from Category 111 to Category II 
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The Panel identified caffeine and 
caffiene citrate as ingredients having a 
stimulant effect but no anorectic effect 
( k7 FR 646G at 8472). ‘Ihe Penel reviewed 
o.le study on a combination product 
c ‘IntMining pheny!propanelamine 
I,ydrl,chlorlde and caffeine as an 
z:Iorectic only. Although the study 
g’rowed a greater weight loss foF the 
< ,>mbination than when using the 
yhenylpropanolzmine alone, the results 
v ere not statistically significant 
L ,:cause the study was not long enough 
ezl;d did no! contam a sufficient number 
PI subjects (47 FR 8476). Ba.sed on the 
I‘ snel’s evaluation. the agency is 
c.r.lssifying caffeine and caffeine c&te 
.I., Category 11 ingredients for weight 
cd.ntrol I;se m  this document. 
Ii The Agency’s Tentative Conclos~oas 
VI Category I1 and SE Ir;gredients in 
OTC Weight Coatro! Drug Prnduc:s 

I‘he agency has determmed that no 
s.ibat~~ll\e comments or additiondi 
data have been submitted to the OTC 
(11 ug rdvlew to support any of the 
n:;;redients hsfed above as being 
:l,ncr;illy recognized as safe and 
6:Uec11vu m OTC weight control drc18 
p;oduc:~s. Based on the agency’s 
JII uct&ral regulations (21 CFR 
,%36.lo(s)(7)(li)], the agency hlas 
dcternlined that these Ingredients should 
be found to be nc,t grnerully recognized 

as safe and effective for OTC use before 
a final monograph for OTC weight 
Control drug products is established. 
Accordingly, any drug product 
containing any of these ingredients and 
labeled for OTC use as a weight control 
drug product will be considered 
nonmonograph and misbranded under 
section 502 uf the Federal Food, Drug, 
and Cosmetic Act (the act) (2¶ U.S.C. 
352) and a new drug under section 
2m@) of the act (21 U.S.C 32l@)) for 
which an approved application under 
so&on 505 of the act (21 U.S.C. 355) and 
21 CFR part 314 of the regulation is 
required for marketing. As an 
alternative, where there are adequate 
data establishing general recognition of 
safety and effectiveness, such data may 
be submitted in a citizen petition to 
amend or establish a monograph for 
0s w&ht control drug products to 

.&slude any of the above ingredients. 
(See 21 W R  10.30.) Any OTC weight 
control drug product containing any of 
the above ingredienta initially 
iatroduced or initially delivered for 
introduction into interstate commerce 
after the effective date of final r&i that 
removes these Category Il and LII 
ingredients from the market and that is 
not the subject of an approved 
epplication will be in violation of 
sections 502 and 505 of the aut [21 U.S.C. 
352 and 355) and, therefore, subject to 
regulatory action. Further, any O‘rC drug 
product subject to the final rule that is 
rp:pachaged or relabeled after the 
rffectlve date of the rule would be 
I baquired to be in compliance with the 
ruble regardless of lhe date the product 
was initislly introduced or initially 
de!ivered for in!roduction into interstate 
commerce Manufac!.uers are 
encouraged to comply vo!unlarily with 
tte rule al the corliest possible dale. 

The agency has examined the 
t : ;onom~c consequences of this propr;sed 
rulemaking in accordmce with 
Executive Order 12291 and the 
Regulatory Flexibility Act (Pub L Y& 
~544). The agency invited public comment 
in the advance r.o!ice of proposed 
r.:lemaking on OTC weight control drug 
plodurts regarding any impact that this 
rulemakiag would have on OTC weight 
control drug products (47 FR 8466 at 
QJOS). No comments on economic 
impacts were received. Moreover, 
manu.%ccturers of products containing 
these ingredients have not provided any 
substantive data to support their 
c,smtinued marketing. Accordingly, the 
(l’;ency concludes that there is no basis 
LIP. the contmued marketing of thpse 
Ingredients for OTC use in weight 
control drug products. Further, there are 
irlgedients recommended by the Panel 
vVhich manufacturers csn USC to 

reformulate affected products. Aa a 
result of this proposal, manufacturers 
may need to reformulate or discontinue 
marketing some products prior to \ 
promulgation of the final monwaph on 
OTC weight control drug products. If 
reformulation is chosen, there will be no 
additional costs because reformulation 
will be required in any event, when the 
final monograph is published. 

Early finalization of the 
nonmonograph’ status of the ingredients 
listed in this notice will benefit both 
consumers and manufacturers. 
COnstuners will benefit from the early 
removal from the marketplace of 
ingredients for which safety and 
effectiveness have not been established. 
This will result in a direct economic 
savings to consumers. Manufacturers 
will benefit from being able to use 
alternative ingredients that a Panel has 
recommended betound to be generally 
recognized as safe and effective without 
incurring the additional expense of 
clinical testing for these ingredients. 
Based on the above, the agency has 
determined that this proposed rule is not 
a major rule under Executive Order 
1229l. Further, the agency certifies that 
this proposed rule, if implemented, will 
not have a significant economic impact 
on a substantial number of small 
entities. 

Any comments on the agency’s initial 
determination of the economic 
conseqllences of this proposed 
rulemaking should be submitted by 
JIecembcr 31, E&XI. Such comments 
should be snhmitted to the Dockets 
Management Branch (address above) 
8nd identified with the docket number 
found in breckets in the heading of this 
c!ocument. The agency will evaluate any 
(comments and supporting data that are 
rccelved and will reassess the economic 
impact of this rulemaking in the 
preamble lo the final nzle. 

The agency has determined under 21 
CFR 25.24(c)(a) that this action is of a 
type tha! does no1 individually or 
c Jrnulatively have a slgnif;cant effect on 
t+e human environment. Therefore. 
neither an environmenfal assessment 
nor an environmental impact statement 
ib required. 

lnterestcd persons may, on or befort> 
December 31, 1%~. submit to the 
klockets Management Branch [address 
above) written comments, objections. or 
requests for oral hedring before the 
Commissioner on the proposed 
r&making. A request for an oral 
hedring must specify points to be 
I overed and time requested. Written 
c.omments on the agency’s economic * 
Impsct determination may be submitted 
on or before December 31,1%10. Three 
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copies of all comments, objectons. and 
request8 are to be submitted. except that 
pdividuals may submit one copy. 

~omment8, objejctions, and request8 are 
to be identified with the docket number 
found in bracket8 in the heading of this 
document and may be accompanied by 
a 8UppOrtfng memorandum or brief. 
Comments, objections. and requests 
may be seen In the office above between 
9 a.m. and 4 p.m., Monday throu.$ 
Friday. Any scheduled oral hearing will 
be announced in the Federal Register. 

Dated. September 1,199o. 
James s. Benson, 
Act@ Commissioner of Food ond Drugs. 
~DocW)-25483Filed 10-29-W&45 am] 
8lLLiwQ coo8 4wo-o1u 


